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(57) [S»] 

-Slif (TF) [CttUTftSMtCiS^U SttfllT 
^D77-^(wi-5M««5EE3^ (TNF) ©g£, * 

I gG2aSfc(Jl gM^'f ^"©iniTFty^ 
S^*ig»©flfi, JSttfcTarn7 7-5>©H-rr*Mfil 



BEST AVAILABLE COPY 



1 

[#ff»3ft©48B] 
P-±Mt# : 

(D I g?5* : I gG2 a*5j:tfl gM. 

<3> : I g G 2 attfrlit MfefiftftattB 

T> I gMjftfrttt MMiftJftBHH^. 'fJtfe.k^ 

SBtfajEH^- (TNF) ®jg&£»M'r<5tt$9llG 

[&W©l¥aiI&iftW] 
[0 0 0 1] 

•mum* R.zfzn\z£%%&®mmzw?z* 

[0 0 0 2] 

[ftjfcfiffi ■ 58M*»«P»UJ:5 trSRJS] 
(tissue factor.ttTTFtBSfE-rs) ttffi«hD>-jH 
?77>?> (tissue thromboplastin) tfcP? an, Jfil^ 

semi 1 1 htt. ihmtmmieuzMftrctzzom.® 

RftfcttaeitirUTBHH^VII i VII. ©g£#fc 
*tf*H*il<T«IOT*. TFt VII. nm&MZ. 30 

*i* (ftH*jhft*Baff) . TFIi Mr. H. te&ti 
HK#*K#«U if, ». ??, jfc«rt*tt£te'b*Mlf 

ut*o, ;:n*-rfch**©TF^>/t^si, fc«ktf 

MM 63-301797 *8«kCWM¥ 1-503438 
*4iW . *TF*W^ft£fc«Effi-r*ttT 
Ft/?D-tJHa«:tt. WfflffF VII/WII. ©TF^s 

©ia^TFCgHH^ VII/VII. ^©iKr&fciOWJS 40 

B363-21862 5 #ft*8RtfftRl¥ 1-5 0343 
[0 0 0 3] TF^WmMgttfcV*D7r 

-immmtziMUMzsuLir* *<D$m-?—h-tLx so 



#58^5-244 9 8 8 

2 

$D6*ITV>£ [V.A.Ewan, W.Cieplinski, W.W.Hancock 
et al., I. Immunol. 136 : 2408-2415 (1986). S.D.Ca 
rson, D.E.Ross, R.Bach andA.Cuha, Blood 70 : 490-4 
93 (1987), Drake, I.H.Morrissey and T.S.Bdgington, 
Amer. I. Pathol, 134 : 1087-1097 (1989) , &tf P. 
Faulk, C.A.Labarrere and S.D.Carson, Blood 76 : 86 
-96 (1990)]. 7^D77-^1 TifflSS'N©^^ 

mutttztii* ^;wt-TSfflsa, *5-T«a©«tt 
it. f>*-n-f*>i (i li) , rnmmmi- (t 
nf) ttE^jii^ y<D±m, mmm7]/)V¥-Rj&<D 

[0004] &&Km$ x )>ni&t-?i>uyT-v<r>-z 
a^n-c^s. v^n7r-^s^-r-5^«siB©«; 

^ffifriBiiia±©ii«»i!aa^ttstii^9^ i iawi^ 

M>:t-^>^-7iD>, GM-CSFSjEfBT 
£„ T^D7r-^Bcn6©*-1' ht)-1 >\z£^xm 
mtZtl, */;*K>: IL-l, TNF£g£U T 

vmm*®m\z$}M*z=E/ * o-*Mwommt 

«*OTU>^«»«t»J|J!i:««(|KJ:oTlin60 

ftaams©*? h?-?£>8itfT5fc©<!:^A6*u>. 
i?©s5#-r-5iKiiattfta©rLjic <to Tt>fc 6 snsa 

*©£/§, fl*.lflMHMI£JB [E.S.Woodle, J.R. Thi 
stlethwaite, L.K. loll if fe et al., Transplant 52 : 
361-368 (1991)] . SEftft&Jfc ; WMf [T. Hutching 
s, H.Rosen, L. O'Reilly et al., Nature 348 : 639-64 
2 (1990], tettjftffi; rt^B. AMKftCE. 

S.Woodle, J.R.Thislethwaite, I.A.Ghobrial et al.. 
Transplant. 52 : 354-360 (1991)], 88jfn1tP$g W 
ill, till, »&6, B*iMflhJfil#£i$ 2 :p.420 (1 
991)] K»-r*ft«»MfflfctT-t©»*lC*aT* 

[0 0 0 5] ttTF^yirD~^*tt#ttJ(i«W9B« 
Se«tL.TS%$*lT^-5^, ±i2©fcfi#IiMffffl& 

^astu %n\z^®tz*jzn-i-)ifcmm*>*ix 

60KT3*tffi*S4*S^tT^6. tiiatf, OKT 

3ttTu>/t3»«i6*jfMsuc»si-r-5©-c, 

^UW^tt^JM^roSJf^ffl^t)^ (E.S.Woodle, I. 
R.Thlslethwaite, I.A.Ghobrial et al., Transplant. 
52 : 354-360 (1991) , E.S.Woodle, J.R. Thistlethwa 
ite, L.K. Jol 1 if fe et al., Transplant 52 : 361-368 
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3 

(i99i)#ji) , St. D-7isyD— Tmmommb&T 

an, ita8©*Jtft^SfUT*S [W.E.Paulg, in Funda 
mental Immunol. Second Ed. H. Auchincloss Jr. and 
D.H.Sachs: Transplantation and graft Rejection p.9 
04-905. Raven Press, New York (1989)]. 
[0 0 0 6] mmNtt#£tt*0fH!Kj:9ffi>ft 

tttfttHMStlft. L^L&tfS. ±Bfc**«*©ttT 
F*/ta-i-)},tiimt£Tl gG 17< 7:$"f 7*T?fc 
9. *f#S©«ttfctt;:n<5 I gG17-f V^-f^Ttt 
fffcttl*, IgM, IgG2tJ:o'rtt*J;<«i3ft 

RTF^/^n-^Stfrfctt. I gM*i«fctf I gG2 

7-r v^-r ^tg^anxv^. 
[0007] *5§Hj©Bwa, ft&MMfMi&sii&u- 

fcl gM*<fctn gG27-fV^-f ^©ttTF^/^n 
[0 0 0 8] 

[Slg£#ife-f 5fco©^g] #f8gU#&tt, ±IE©B 
fclBB (/Vft/'J F-V) ^6«*©fitTF*/^D- 

^jnft^tttT-fy^-f^a&ofefitTF^/^a- 
cr-fy^-f^: igG2a*wigM) at 

*^^e>«cne.©triTF*y'^n-^ta# 

>T&5BtS«l5EH^ (TNF) (OS4S»«ta: 
i, Sfc'J WWiS'aS^ (mixed lymphocyte respons 
e ; MLR) Stt^t^^l/THS-T?. dt, aSK« 
b r>6W©«S*©TF £©£££*<&£ C tSrMtHU 
fc. 

[0 0 0 9] *»^©$iTFt/^D-^Si#tt^© 
fttt£#f 5 * / * u-i-frtilft 3&»6a«n* ©T* 
5. 

S> I g^7^ : I gG2 a*5«kt;i gM 

© Btt*UK*"f 7" : fcttftv* d 7 7-v>»lli&lgjftJI 

© : I gG 2 affittttb Mftfi&ft&IIB 

i gMKfr«t hj»££*&ttH?, yu-^ 
(TNF) ©a£«»M-rs. 



(3) 4»H¥5-2449 8 8 

4 

[ooio] xsmo^jzu-i-frijimt, ftttfcv 

^n^r-fttftftv-A-iBHH^ (TF) \zftl,T 

sfcttfc^-rs. *8W©b h^y^n-^vsi^:©^ 
gG2a&«fctfI gMi^sans. 

[0 0 11] H»D~®©Wtt*r**»WOl(tTF 

*/*a-*;wtt#:tt*n-ensi47 (igG2a? 
■i-f) , M2 2 (igM^-fT*) £#£an, rne.© 

10 T»IWS3r?& 1 2 7 7 8^, IfcLWBSFSfl 1 2 7 7 7 
^tUTfFKatlT^?.. 
[0 0 12] 9u—tMMm. «?##&T 

Id. kh«ftU>/1«BE*t*H-*lW!*«»r«. 

Ttt, tK tJWjiK ^*jgig©*> ©#09* an 

s. $?is&*#©««tt?ir*»#T**o sMHm 

[0 0 13] *»99©JfiTF*/i/D-^tt#:tt, ^ 
t>t*>5iffliaiBi^lCJ;oTSl3ian«. -Tftfefc, 
a? &«B£1NUUaitt&©NlC. M^'JH-?W*i 

n7 7->'^B±©«a«IH^ (TF) t»l/»JUtS* 

sans. *©»tm, A&iw&LinFBoflB* 
[ooi4] (Dtt^a^Mtt 

B. B-U>/t«'ff»*. 4Hll©TFfcl,Ttt, thft 
50 MSTF (#T£5 0kD, 75/K2 6 3<H. « 
SB) *fctt*©#'J^^H«» (#?B3 6kD) 

r-TF«fit«) ««lf*U^. 'i»OthS*r- 
TFtLTH r-TF «HfB4 6kD. 75/K2 

6 3m, gee. s&WBfc «t disk, corvastt 

» . *JSH.k058«Ufc'b© C#TS3 5kD, Cen 
e, 98, 265 (1991) #B) «tfff7*tl«. 

-f>^7yaA^h (FCA) . 7P-f>h^4 
7v ? aA>h (F I A) , Ribl (MP L) .Rib 
1 (TDM) .Ribl (MP L + TDM) , WB^^ 
i/^-XBordetella pertussis vaccine), J±7S.)Vi?'< 
Zf?F (MDP) , 7;PS^'7A7i?aLA , >h (ALU 

m) , *j;tfcn6©a^*iii««*an*!8«. am&x 

^ICR i b i (MPL+TDM) *W*L^. 

5<? [0015] m#m&mm\t, mx\i^<n^o\z^x% 
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5 

£3*15. BP'S. rfr!g©ffi&;LTFfiilSffi (0.01-0. IX 

Lubroi px*^tj*aftia**&a^5iu >wsmwi 

(PBS) IC^L,T10~1000/ig/mlt^-5±'5fCiB 
3£fcm~4SM&lc*iJ&fcg£fr5. S»fc&<kD 

m 3 ~ 5 b&, jean** 

tt»««jimi*a 5 ~ 6 B»(C»9!?taftfelC J; 0 fT5. 

I gMS4^«^$,^ii;JtS^^TV^. 
[0 0 16] (2) #§HB*fflJfi 

«)A«Sffl3n?>. 0H*.«V£XaXD--?P3X6 3- 
Ag8, P3X63-Ag8-Ul. P3NS1-Ag 
4. SP2/0-Agl4, P3X63-Ag8-65 

[0017] ( 3 ) innra* £0M6in®stt 

ttflSitett, mX&V-. ir-y- [Nature, 256_, 49 

5 (1975)] \zmm<>>?im&ft\tz.ft\zmv%jjmz&-D 

Tfrfctl*. £©IK» 3 0~5 0 96jP'JX5 1 t'>i"j3 
W^^Sl.OOO ~4,000)£fflV>T3 0~4 0"C 
©i&ST. i(!5l~3^MSas^^ii-5Citc < l:Dffto 
tl*. MMMrfc*SV»Ttt. #«tt»BatC*fbTl~l 
Oft. «F*KB2~3«««t«afi||BB*«^*J:t 

[0018] ft&n&»BftW!*iiT**LT, *y 

S«ft»tt, WUMfcraEHU =E/i/n-± 
T (t^U->?>-75/^ , 7 i U>-^S^» ft* 
[0 019] (4) 9U-~>!/&£xm#0®W-% 

m 

L/. ^©l.^nfe^x^roft^fflofafrffi^. 

T^5^x;H£#-5. JI©«k'5&tfxJka>53SfcW*. 

*y^D-^-;VJi[ft:<£«^-r-5^n->S;#5„ £©£ 
^JA«T-»^'JX^>£a-^UfcBALB/ 
c Y9X©flggSft^|jtU 10~14BIl:t;^D 



(4) ®B§¥5-2 44 9 8 8 

^n->©X£U-x>:?Ktt3:ri5. X 
a«n&fa->©S&f-5 ; E/i'n-^-;vst#:©l5liR 

tt. »-f * a v h- ^7 7 w -ffifcfSfflf « c t 
[0 0 2 0] 

10 [5S91©3&*] *»fte>«TF*/*n-:rMIWM4. 
SttftT ^D77- S>MMt£#&-f S T F C*s£ t . 

T, S&SWWi. KSg#ttJg*g©te. ffitt^a77 
[0 0 2 1] 

ratu bit. &6g0j£*tfTS&fcwiaicra?s 

# S3S091 ftTFty?n-^;HK#©P!9 

(i) aarons 

TtfBg©iflftATF> r-TF (Corvas) SfflK 
#ffiffittSi]©l^*Sr^T©^li-efTofc. Srf. r-T 
F (Corvas) lOOji g/4 vials £1$* 
1 m 1 \Z&MU WZ7)l'-?5.> (2mg/mljBs& 
*. CAPPED 0. lml, -&$tZl*T±h> <- 
4 0"C) 4m 1 SSsjDbfc. cn*-4 0t;tT-gfe4S! 
BUfca. S^HLfc (13,000Xg. 1 5#) . 
tlft^Uy r-£8 0%#7-feh> (-4 0*0 4ml ft 
50 »»U -4 0CfcT-««»lft«. S-Ci>»l»Ufc 
(13,000xg, 15i)) . asnMl/^bSO. 05 
%Lubrol PX (¥#{£*) /0. 9%NaC 1 

i/Tft6njuURKWEtt2 ooug 

/m 1 

[0 0 2 2] (2) 75?»;t>hfc<0»&&fttt 
(2-1) HtTF%/?D-*-/l4IM' (S 1 4 7/1 g 
G2a) IBKffl 

7^aA'/'f-tim «H1^ICALUM + WB« 
(Bordetella pertussis;BP)B^7v J a.A*> »2[U 

40 ftgE(C7D-l'>h7F^7^xA'>h (F I A) SfflU 
&. ffllUftftlCfe^Ttt, ALUM7xaA>h 0. 1 
mli (1) trT^€.nfcr-TF©Lub r o 
0. lml (r-TF; lOtfg) tSi^U «IK 
fcltT2E©V>>X (BALB/c, (8. 6a«&) \Z& 
Taittfc (mBAJ*4«0D . liALUM7^ 
>h«©^«E-ett^Tatt4^ffBWtCBordetella pertu 
ssis (*#^) 3X10' «#/0. 5ml 0. 9 
SSNaC lSlgEa#bT*<. 4MM^, r-TF© 
PBS&iSO. 2ml (r-TF; 2. 5 u g) 45«fcr/ 

50 FIA0. 2ml-Cj&&Dft&U 3SIC3iiWa. r- 
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7 

TF©PBS$«?0. 1ml (r-TF;4)ig) Ti 
&. 

[0 0 2 3] (2-2) STFt/^D-tW (M 
2 2/1 gM) MMA 

7S?3L/X>hfcl/rit. SJHftftfcR i b i (TDM + 

mp D \z. m 2 m&mzyu'i >h^7^an> 

h (F I A) , i3MCR i b i (TDM) Srffl^ 
fc. SJ@^SlCfel>TB, R i b i (TDM + MPL) 10 
7^aA'>h0. lmlt (1) KTH&n&r -TF 
©Lub r o liSSO. 1ml (r-TF;4/tg) fc 
£il£U ^filCt)ltT2EOT'?X (BALB/C. 
fit. 6j§^) ic&T&WLfc (MMMMlfffi) . 41 
r-TF©PBSfc»0cO. 05ml (r-TF; 
4yg) *<kt;FIA0. 0 5mllCT82Bftft. £ 
6K14JHWa. r-TFOPBSSiO. 05ml 
(r-TF; 2. 5 u g) * <ktfR 1 b 1 (TDM) 
0. 0 5mlfcT83Bft«, SSfc7aiBja. r-T 
F©^31AilWcjS*0. 1ml (r-TF;5yg)lC 20 

[0 0 2 4] (3) nffilt^ 
±E (2) 2-amino-6-oxy-8azapura 
ine(8-Azaguanine) Wtt©BALB/cT^#««9i 
ffl (P 3X6 3-Ag8 • 6 5 3) tS5 : 1©SH^T 
HSU ^-7-t5Jl/X7 1 -l'>©^Stw!pi;T, #U 

xf-uytfvz-Mwm&m. 500 *jbv»t 

2»H5lSS-B-^^a:{CJ;»5fieifia^Sff^fc. 5£K JO 
*»MHilCJ:D*»L&«. HATigifl (10%FC* 



8 



♦ S-gqfTRPMI 1 6 4 0*JfiK:l OOtfMk***^ 
>, 0. 4//M7S;yf'JX 1 6//M?5v>>£& 
DP) fc«»U 9 e^xJWT-f ^D-^U-hltl 0 0 w 

3 7"C, 5XCOi 

ft«f-e***fi ofc. 3 b«£ looni 

©HATJMB**JOU .K£2@/i§©*«T, ¥Sf 
t3 H A TJSJ6-T?«ift£&£ff t> it. 
[0 0 2 5] (4) ttfieg£/vr7'J F-TOX^U- 

SEL I SA&KJcDMKU JMmtt9x*#>6IMl 

(EL I SAlCfcSjWS^ffi) r-TF5)ig/mlS 
100/il /^i^oW-^T^t HfflS7 
S/^l/- h (££§?) ItHJgLfc. £©7U-hfcA 
-f H-V±» 5 0 ju 1 fcJnATSS-C 1 «fM5^3 

•fef««ttk h I gGi^t+i'i'- tttfiKfc h I gM 
(TAGOafi) fflS^JK) 5 0 u 1 £Sn*.TgfiT 2 

MTl 0~2 OftRfoZHT, 4 9 2nm©&ft££ 
JBftUfc. L-Ttt, r-TFiJM^- 

fc. l^Xi"J-=>^, TF\zttTZtnmm&t 

nmtnttnmt, ■z*>\zvu-->>f*mui,m 

>tf1&%*m\z1z.tib1t. 

[0 0 2 6] 

»1] 







96 fCtl>-h 


6 5t7U-b 


7 h (cells/ml) Ccells/nl) 


\mm mm mm 




<S147> 








ALLM+BP 


5x10 s 1.6X10 8 


288 124 82 


28 


<M22> 








Ribi 


7xio» 3.3xio T 


288 125 7 


1 











[0 0 2 7] Z. o LT, MS 1 4 7-2-3, M2 2 
-8*t«}ir$n)t. cn6©«m»43fifjeK I gG2a* 
-f^**V»»I gMH^ttTFt/^n-tM* 
S:-€-tX-enS*L,iK^5. 8BBSS 1 4 7-2-3, M2 
2-8tt®£*I^S*W^mtC*UTaiWffi^»l 50 ±E©Xi"J-n>^(CJ:oT#6nfci'D->«cS, 



27 7 8^ (FERM P - 1 2 7 7 8) , fSlffiMSf 
Sl 2 7 7 7f (FERM P- 1 2 7 7 7) il/T* 

[0 0 2 8] (5) ^Stru—rJVfflWWNl. 
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9 

T&O. 5ml/E7'J**>£fi#Lfc4iS^fflBA 
LB/CV^X (M) CD)BUSW^2. 0~3. OXIO 
' cell/C5#ttU lO-'UHtM/irn-t 

TU lttNIMft, (lO.OOOXg, 3 0#) 

fi©PBSiC»UT»@aflfL. Stff&> (1 
O.OOOXg, 3 0^) LT±»£|§£. S147liMa 
bTrapG (Pharmac 1 a) fcjWtflMSL-fc. 
2 8 0 nmCK^S^^-L-fcatSjgfflU ©flXH 
M2 2 DVh (£TF. HP L 
CtVi5. G30 00 SWA7A. JKV-ttK) (C«fcO 

[0 0 2 9] £&«8(8i#ttHPLCTItt££]gi8L 
fc. HPLC^*fiigm£@l^-r < , HPLCf-n 
0, mWntiWimtt., S 1 4 7«1 0 0 %T*t3&. 

[00 3 0] SfeffiM 2 JR6 U >/xttSj»Mf 
*jKtf 1 KT*£l/£ttT Ft / jr D-^JWtfcM 2 2 

(I gM^^) . S147 (I gG2 a^-fTO . 7 
ya/t^htUTWHiteKfcL i b 1 (TDM) Sffl^ 
Tft«r*£WH4S 1 4 7 fcPM*fcff t»««l/fcStTF 

^y^n-tMftEioe (i gGi^-r^O , Rtf 
t^y^n->0KT-3 (■v>*fe>«fn/khTitfflfic 

ftMtift v^x^/^o-^iafti gG2 a) ©M 

ho-jv-ibTi gMift^^ty^D-^tft^fei^ 

I gG#Uf n-^v5r^ I gG*JHV>fc. 
[0 0 3 1] (Ui##B) y >*ftil/fctt*AMIt 
i50ml £Ficoll-HypaqueS'fr#8i(1500rpiiu 30#) 
U PBS (-) ?2ttff8L&jMK2 5mie#liiK 

aau ^*©««*T?#iRL/fca, s&aiBaooorp 

b, 10#) Lit. 2B*ttrctt6ft»L jffljaS*"? 
>ht« (¥^5X1 O 7 (MNLC) #H 

[0 0 3 2] (}g£ 'J >/1S£Kj£0 9 6 tfx)!/?-* 0 n 
hlC, 10XFCSdtIMDMWI*fflV>. ± 

#5.n&MNLC (2X 1 0 6 cells/ml)£l 0 Oa 1/ 
9i^(fU&. ^©^P-M^iBttTF^y^D 
-^-;!/StflES&tt3>hD-;l/ (100tfg/ml) & 
20/il /£x;l/. tflJ-*St# (CEDARLANE) 2 0 1 / 

v>> [Thymidinedetnyl- S H], NEN, 20Ci. mmol, Steri 
le aqueous] lOOuCi/ml SlOji 1 /£xJHN;t£ £ 

■j ic^-aa 2 *©y >AQ*«£gia© 



(6) #M¥5-244988 
S£T£*fl:ft*.*:J5rtt (two *ay)T<&£„ 

[0033] 021^1-. a>hn-;v»ctt 

^, M2 2*tSt>iSH«lW^*S*U SI 47, El 
[0 0 34]||JS^3 LPSJMMl*fcJ:*TNF* 

mm 

v^n7r-^liU##'J-y-!y*5<H (lps) ic<t 

10 $i#M2 2 (I gM^"fy) . S 1 4 7 (I gG2 a* 
•f 70 , »±tf7yan>htUT«IllffeSECL i b 1 
(TDM) *m*T%&T*&fmS 1 4 7 tHWfcff 
V^SbfcfixTFt/^n-^giftE 1 0 6 (IgG 
fcfflK LPS*!lSiV^D7T-^lCiST 
NF-aS^fflfH^gifci^fc. n>hD-^ttT 
»V^D->OKT3 (I gG2 a^-fTO , Rtfv 

[00 35] (1) LPSjfflSt 
t/tTF*yj'n-^MI[#*fcH:3>Kn-/l/ (100 
20 u g/m 1 ) £ 5 0 « 1 /«^i;k ^-y-^Sfr (CEDARL 
ANB) 5 0 u 1 /^xJHcio*.. LPS (lO^g/m 
1 ) £50(il /^i^SfflHTL P SJHKSff 
«Slffi«9 2 Tff -3fc©t H«lc«dU >rt*E*fcfr 
V», t6$k±1&&*y>1f l J>ifls, ETF©TNF ELI 
SAC&Lfc. 

[0 0 3 6] (2) TNF EL I SA 
TNF ELISA (ENDOGEN) +yhCD^l; 
tEoTfrofc. 9 etfxJl^-r^DT'V-Hcv^Xgi 
TNFty^n-tJUa* (vtfxjJxTNFt/'^n- 
50 ^l/ttftO. 3ml+n-f^>Wy7r-ll, 5 
ml) SlOOjil/^i^ff. 37^^X16 
~2 0I$IWJS$|U 3m$i&Lti. H©^l/-hfc 

(i) •rn»u&u->7 r ;k *fcBTNF««pa a o 

%FCSSflII MDM&iffitf, 7500, 1500, 300, 60, 1 

2 pg/nl)£l 0 On \/Vx.)Vf?m&> 3 7VV2m 
M««U 4®ifc#L&. unt, lfiTNFfi# 
^ffiSTNFtt^2 5 0 1 + 1 5KBS A/PBS 

(-) 11. 5ml] SlOOtfl/'JiM^, 

3 7'C-T?ll*|ffl5j£;£-ti\ 4lHlift^Lfc. ^et, Alp- 
40 linked irE^U^ I g [Alkal ine-phosphatase linked 

Ig 2 0 0(il + UBSA/PBS 
(-) 12ml] S:l 0 0« 1 /^xJI/l*^*, 3 7 

■c-e i umafcsit, 4@«t#Lfc. cintcsg [sn 

*?7VvY (p-NPP) 5mg+Sf5A»/7 7-l 2ml] 

si oo)i i /^x^r^w*. wrc i ^fias^sii- 

fc«. 4 0 5 nmSftlJ4 1 0 nm»CT86Jta*jBi|«L 

[0 0 3 7] Jf##&T, MTF^/^D-^I/^IC 
i5LP S*!l«lC«t-5TNF- o©S4«)Sll£03^ 
50 Lit. S14 7StfM22H OKT 3 HISCTNFg 
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11 

[0038] mmm aassstt 

IdtM 1 KratibfcftT F^E/ ? D-;J-;i^#M 2 2 
(I gM*-f 7) , S147 (IgG2a^'f^) . * 
.fcU^o./^htLTL i b 1 (TDM) fcffl^Tfc 

g-rs^ss 1 4 7 tmmzm^9iL^TF=ey 

9n—t-MfHtE 1 0 6 (IgGl*-f>0 ©thfl&fi 
&T F tO^K^ttS: H y Y • 7u yf-j >>fR.tf9 

[0 0 3 9] tMMH**TFB. t h)!&jB07-feh> 
Rtf'N7 r ^>/^/-;Wffla/^^-«tD 2*Triton 

X-lOOfflHi. F. VII. ^7A^n-7h^57W-[G.I.B 
rozeet at., I.Biol. Chen. 260:10917-20 (1985)]tC<k 

Ri;^U-^CDij©7-fe:h>J!!.a/^y-«tO, 2%Trit 
oo X-lOOjfltfj. F. VII. 1l7kVW?\-ir=7'74-\Z& 

[0 0 4 0] (1) Pyh'^nyf-f^ 
^hn-fe^D-XJg (3>J#7-HA, 0. 45/im) 
&25mM Tris, 192rti"J>'>, 20X — )V, pH8.3 



(7) 4WF5-2 4 4 9 8 8 

12 

* (Blotting Buffer) IcSfliLWSflift. Bio-Dot Appara 
tus (Bio-Rad) tt'yhbfc. tft# (±S#»TF) £ 

JgaLT^Pi/^^^bfe. TBS (20mM Tris, 0.15M Na 
CI, pH7.5)T<£<-r-T€r\ (fcBKfc&TWrU ffiTF 
t/^D-^-;l/*tft: (IX BSA/PBS(-) T10/i g/ml £81 
38, Xli«*±»K^) fc««l/raflTliaBH«kU 
T£*:4tt&. ftTBS-?ifc# ( 1 0#X 3) ^ 
JO **~/?-MW®.-W7. I g G+M (TAGOft4 5 4 
3 SIX BSA/PBS(-) T5 0 Oflfi&ft) fcS&tU SMT 
2KfMSfil/TS«$€fc. #TBSTife# (10#X 
3) 4-^DP-l-^-7h-;U/H20 2 |^20» 

[0 0 4 1] Mmtt1tX&*MO*9k*1k2K.ni 
f. S 1 4 7 lit htefifiJfeTFi. M2 2«thfl&S 
fe±tX2ao^»i(i«5 (-f*, tflf*) S*TFi:££ 

[0042] 



S147 +++ + - - 

M22 ++++ +++ H f 

E106 ++ - 



[0043] &KM22 ©aM35SSttSSfift l/fc. r 16»C91, ^WffiifiJfcT F \t 6 4 #CD 1 

-TF, fcMMM*TF. -<*S8, ?tr*AHS*TF tt&^Ufc. 
(20»g/)il) *2fSHBfUR5inrFy h:/DyMfc [0 0 4 4] 

(S3) . t hS&ffiSjfeTFlCJt^, -f*JBS*TFtt 
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(8) !($ffl¥5-244 9 8 8 

13 14 

M2 2mmrT?^ommm <k* v-iv? v) 





mm 


it 


tNiarrF 


0.16 


1 


r-TF 


0.03 


1.6 




0.63 


0.063 (1/16) 




2.5 


0.016 (1/64) 



mm-.mt^ztLzmT 

[0 0 4 51 (2) ^iX^^n-yf-f^ 
TFS4W2 5 u UZO.m Tris-HCl, pH6.8£5wl, 1 
0XSDS8iul, *)Vi]?Vz.f> J-)V2 ti 1 *^Dn 
U3 7"CT?2«fW#«U SDS««»fjffl&H£U 

EFCOOSDS PACE mioi 4-20% lmm lOlane 
1t. *fttt2 0mAT»7 OSHWrT^fc. *S6jKTSb, 
yjP&Blotting Buffer Kg* (1 5^x2) LW-Sit 
Lit. <E^SgtC«Immobilon PVDFH (ff-fll«lfi) £ 
ffl^fc. te^Wfc 1 0 0%/.9S-MZ®2 0#«U 
Blotting Buffer fcftUT 5#£JLtfi&LT¥«ft;L 
«^«T E F C CXDgfiT 1 8 0 mAT 1 BMWf-a 

©8S^rtt^Vi?-R-2 5 0 (0. 2%i?T^-R-2 
5 o/4 a%**r;-)V/i Q%mm) "CffcfiLfc. « 
#©*#tt<l) ©Fy h • ^D?^ >^fCipi;T, * 
Wilmmunogold Silver Stain fc«fc»3. ta#©KJfc'f£ 

[0 0 4 6] M2 2SfflW^iXi'>^n7f^>i' 
fcfrofc. IS**BI4t*-r. -f5()!ga*TF«5 8 k 
Da, r-TF«4 6kDa, b hteffift5lETFtt5 0 



>m (ng/ml) 

kD aic^n> wmtbztitt. cn6tt«ssftT^ 

St MKS*TF©»^fi4 6 kDaCiB^LTt^. 

[0 0 4 7] HJS0U5 
SftJCMl tCTS*4UfcttTF ; Eyirn-^;i/tt«:M2 2 

(I gMj"f 7) , S147 (IgG2a^^) . * 
.ttfT^a/t^htLTfflllftatL i b i (TDM) 

m^Tft&?zm\zs 1 4 7 tmmzmmmsit 

STF^/^D-^^E 1 0 6 (IgGlM^) 

t«v». k h#«ttaA#i*iJ&t*R e t - 1 tf^y*- 

k -f^aat^ty^-h <o. i%) \z&zisL%m 

[0 0 4 8] ftftlUMtoA^OTF 5 0 w l (CiEtaT 
F^ey^D-^-;Ptn;#:5 0m 1 7 < CT3 0# 

B-O^-hU khifilJSO. lml SJQ*., 2 5 
mMCaCli 0. 1 m 1 S^flnU Amerlung Calcula 

tor (baxter #m •vm®mmzm%.hit. 

[0 0 4 9] i»*S^4fc^r. S 1 4 7ttk hTF© 

«l8#A!4*'3t. M2 2«fcF, -f*E&*T 

FWSBfclfigUfc,, 
[0 0 5 0] 

[«4] 
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15 



(9) 



^M¥5-2 449 8 8 



16 



Mab 


bhTF 






SI 47 








El 0 6A 








M22 


i 


1 





[HI] fitfiiaft (S147) ©HPLCMI»*« a^#ffiTT<DSTF^/i7n--^Jl/S#:{Cct 
f- SLPS JMlW*iC*3 tt « T N Fa*»«fi»***i-. 

[02] tt##ttT/*#fiETT©fitTF^/^D-^ # [04] M2 2 laS^xX^^Dyf^f 
)VWtiZ&*m&)>nnS& (MLR) fcfetf*TU ^"To 



[01] 

(S 1 4 7) ©HPLC^tff 

0.00 - 
5.00 
10. oo _ 
15.00 
20.00 _ 
25.00 - 
SO. 00 , 



ID* 

I 

TOTAL 



RET Title HEIGHT MARK AREA CONC % 
J 8. 6027 128529.7 F 6025265.5 100.0000 
128529.7 6025265.5 100.0000 



[02] 




SL47 6106 M22 0KT8 IgM IgG A*B A+B 



Mab (lO^g/it) 
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(10) 



#Bli¥5-2 44 9 8 8 



[03] [04] 
LPSfi*(;j:5TNF-a«5ffit M 2 2 K»C t.1*) >7a » f-^ >y 




(51) Int. ci. 5 iasijia# ffrtSSS# FI &®&7Km 

C12R 1:91) 

(72)fg?U# ¥IW ft 

*EJ&*SC#mm*:«2Tg25#l<f * 
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